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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^| Responsive to communication(s) filed on 17 February 2009 . 
2a )£3 This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 2,5,6,8,9,11, 12, 14-38 and 53-65 is/are pending in the application. 

4a) Of the above claim(s) 21,22,25 and 28-34 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 2.5.6.8.9.11. 12. 14-20.23.24.26.27.35-38 and 53-65 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) KI Claim(s) 2, 5,6,8,9,11,12,1 4-38 and 53-65 are subject to restriction and/or election requirement. 

Application Papers 

9) L~H The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 0 Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

A request for continued examination under 37 CFR 1.1 14 was filed in this application 
after appeal to the Board of Patent Appeals and Interferences, but prior to a decision on the 
appeal. Since this application is eligible for continued examination under 37 CFR 1.114 and the 
5 fee set forth in 37 CFR 1 .17(e) has been timely paid, the appeal has been withdrawn pursuant to 
37 CFR 1.114 and prosecution in this application has been reopened pursuant to 37 CFR 1.114. 
Applicant's submission filed on 02/17/2009 has been entered. 

Claims 2, 5, 6, 8, 9, 11, 12, 14-38 and 53-65 are pending. Applicant's election with 
traverse of Group X, the species OP-1, the species the mature form of OP-1, the species pre -renal 
10 causes of acute renal failure, the species decreased cardiac output, and the species intravenous 
administration in the paper mailed 08/06/2002 is acknowledged. Claims 21, 22, 25 and 28-34 
are withdrawn from further consideration pursuant to 37 CFR 1.142(b), as being drawn to a 
nonelected invention and/or species, there being no allowable generic or linking claim. 
Applicant timely traversed the restriction (election) requirement in the paper mailed 08/06/2002. 
15 Applicant's election of GFR in the reply filed on 03/01/2005 is acknowledged. Because 

applicant did not distinctly and specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP § 818.03(a)). 

Claims 2, 5, 6, 8, 9, 1 1, 12, 14-20, 23, 24, 26, 27, 35-38 and 53-65 are being examined 
only to the extent they read upon the elected invention and/or species. 
20 Maintained formal matters, objections, and/or rejections: 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 
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Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
5 section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 

such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

10 Claims 2, 5, 6, 8, 9, 11, 12, 14, 23, 24, 26, 27, 35, 36, 37, 38, 53, 56 and 57 are rejected 

under 35 U.S.C. 103(a) as being unpatentable over Kelly (J Clin Invest. 1996 Feb 15;97(4): 1056- 
63) in view of Kuberasampath (WO 93/04692) and Lefer (J Mol Cell Cardiol. 1992 
Jun;24(6):585-93). 

Applicants argue that the skilled worker would have no motivation to combine the 
15 teachings of Kelly with those of Kuberasampath and Lefer because: it is not clear that ICAM-1 
was acting entirely via potentiation of neutrophil-endothelial interactions; Kelley provides only 
indirect evidence that the role of ICAM-1 in renal injury is linked to neutrophil-endothelial 
interactions; Sligh's teachings suggest ICAM-1 has other activities that may be responsible for 
the renal protection observed in Kelly; Issekutz's teachings suggest that some other activity may 
20 be responsible for the renal protection observed in Kelly; Issekutz teaches that strategies for 
regulating leukocyte migration in vivo will likely be very difficult to develop; and, 
Kuberasampath and Lefer do not teach or suggest that inhibiting neutrophil adherence would 
result in the treatment of ARF. 



25 



Applicants' arguments have been fully considered but they are not persuasive. There is 
no teaching or requirement in the prior art of record that ICAM-1 must act entirely via 
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potentiation of neutrophil-endothelial interactions in order to create a reasonable expectation that 
blocking neutrophil-endothelial interactions would afford renal protection. The examiner is also 
unaware of any requirement that evidence be direct rather than indirect. Kelly demonstrates that 
renal leukocyte infiltration, quantitated morphologically and by measuring tissue 
5 myeloperoxidase, was markedly less in ICAM-1 -deficient than control mice. To evaluate 

whether prevention of neutrophil infiltration could be responsible for the protection observed in 
the mutant mice, Kelly treated normal mice with anti-neutrophil serum to reduce absolute 
neutrophil counts to < 100 cells/mm 3 . These neutrophil-depleted animals were protected against 
ischemic renal failure. Anti-ICAM-1 antibody protected normal mice against renal ischemic 

10 injury but did not provide additional protection to neutrophil-depleted animals. Thus, ICAM-1 is 
a key mediator of ischemic acute renal failure likely acting via potentiation of neutrophil- 
endothelial interactions. See Kelly, Abstract. 

Kelly also considers the possibility that the protection against ischemic injury seen in the 
mutant mice and with anti-ICAM-1 treatment in the rat may be unrelated to neutrophil- 

15 endothelial interactions. Specifically, 

A role for neutrophils (PMNs) in ischemic injury to the kidney has been 
considered but never proven in vivo (25). It is theoretically possible that the 
protection against ischemic injury seen in the mutant mice and with anti-ICAM-1 
treatment in the rat (5) may be unrelated to neutrophil-endothelial interactions. 

20 For example, ICAM-1 is a fibrinogen receptor (26), and one possible consequence 

of mutation of the ICAM-1 gene is decreased intravascular coagulation. Hellberg 
et al. (3) have suggested a role for erythrocytes in postischemic injury. To 
evaluate further the importance of the neutrophil, we tested whether neutrophil 
depletion could protect against ischemic injury in the normal mouse. Furthermore, 

25 to determine whether ICAM-1 -dependent protection was neutrophil dependent, 

we investigated whether anti-ICAM-1 mAb treatment could provide additional 
protection over that observed with neutrophil depletion. The protection afforded 
the mice treated with ANS provides additional evidence for a role of neutrophils 
in ischemic acute renal failure. The fact that anti- ICAM-1 mAb did not confer 
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additional protection in the neutrophil-depleted animals is consistent with, but 
does not prove, the hypothesis that protection from acute ischemic renal injury in 
ICAM-1 -deficient mice or with anti-ICAM-1 mAb is neutrophil dependent. 



5 



Page 1061, right column, last full paragraph. The examiner finds Kelly to teach that 



materials designed to inhibit neutrophil-endothelial interactions and prevent the accumulation of 
neutrophils in the kidney are useful for the treatment of acute renal failure (ARF) in humans. 
That Kelly exemplifies these teachings by blocking I CAM -mediated neutrophil adhesion does 
not diminish the generality this teaching. 



response does not constitute a teaching away from the impairment of neutrophil-endothelial 
interactions because such disclosure does not criticize, discredit, or otherwise discourage Kelly's 
suggestion to block neutrophil-endothelial interactions for the treatment of acute renal failure. 
The level of TEM inhibition seen in Issekutz's model systems was clearly system 

15 dependent. For example, Isssekutz teaches that ". . .with IL-1 HUVEC, mAb to ICAM-1 

significantly inhibited this LFA-1 -independent TEM" (Abstract). Issekutz does not test ICAM-1 
inhibition in a model of renal ischemia-reperfusion injury. Issekutz's disclosure does not 
constitute a teaching away from the blocking of neutrophil-endothelial interactions in ARF 
because such disclosure does not criticize, discredit, or otherwise discourage Kelly's suggestion 

20 to block leukocyte-endothelial interactions for the prevention and treatment of acute renal 
failure. 

Kelly clearly suggest that the renal protection seen in ICAM deficient mice and 
neutrophil depleted mice is neutrophil dependent. Furthermore, Kuberasampath and Lefer 
clearly demonstrate that OP-1 is effective in blocking neutrophil-endothelial cell adherence. 



10 



The disclosure in Sligh of the impairment of more than one inflammatory or immune 
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Therefore, one of ordinary skill in the art would have a reasonable expectation that OP-1 would 
block neutrophil accumulation in the kidney. 

Applicants argue that Kuberasampath and Lefer do not remedy the deficiencies of Kelly. 
In response to applicant's arguments against the references individually, one cannot show 
5 nonobviousness by attacking references individually where the rejections are based on 

combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). Kuberasampath and Lefer clearly 
demonstrate that OP-1 is effective in blocking neutrophil-endothelial cell adherence. Therefore, 
one of ordinary skill in the art would have a reasonable expectation that OP-1 would block 
1 0 neutrophil accumulation in the kidney. 

Claim Rejections - 35 USC §103 
Claims 2, 15-20, 53, 54, 55 and 58-65 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kelly (J Clin Invest. 1996 Feb 15;97(4): 1056-63) in view of Kuberasampath 
(WO 93/04692) and Lefer (J Mol Cell Cardiol. 1992 Jun;24(6):585-93) as applied to claims 2 
15 and 53 above, and further in view of Anderson (Chapter 275, in Harrison's Principles Of Internal 
Medicine, 1980) and Brady (Chapter 236, in Harrison's Principles Of Internal Medicine, 1994). 

Applicants argue that Kelly, Kuberasampath and Lefer do not teach or suggest a the use 
of OP-1 to improve a standard marker of renal function in ARF for the reasons discussed above; 
that Anderson and Brady do not remedy this deficiency. Applicants' arguments have been fully 
20 considered but they are not persuasive. Kelly in view of Kuberasampath and Lefer teach or 
suggest the use of OP-1 to improve a standard marker of renal function in ARF for the reasons 
discussed above. In response to applicant's arguments against the references individually, one 
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cannot show nonobviousness by attacking references individually where the rejections are based 
on combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In 
re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

Conclusion 

5 No claims are allowable. 

All claims are drawn to the same invention claimed in the application prior to the entry of 
the submission under 37 CFR 1.1 14 and could have been finally rejected on the grounds and art 
of record in the next Office action if they had been entered in the application prior to entry under 
37 CFR 1.114. Accordingly, THIS ACTION IS MADE FINAL even though it is a first action 
10 after the filing of a request for continued examination and the submission under 37 CFR 1.1 14. 
See MPEP § 706.07(b). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 

15 MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1 .136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the mailing date of this 

20 final action. 

Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
DavidS. Romeo whose telephone number is (571)272-0890. The examiner can normally be reached on Monday through 
Friday from 9:00 a.m. to 5:30 p.m. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, manjunath rao, can be reached at (571)272-0939. 
25 If submitting official correspondence by fax, Applicants are encouraged to submit official correspondence to 

the central fax number for official correspondence, which is (571 ) 273-8300. 
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Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 
or final Office action by facsimile (see 37 CFR 1 .6 and 1 .8). 

Any inquiry of a general nature or relating to the status of this application or proceeding may be obtained 
from the Patent Application Information Retrieval (PAIR) system. Status information for published applications maybe 

OBTAINED FROM EITHER PRIVATE PAIR OR PUBLIC PAIR. STATUS INFORMATION FOR UNPUBLISHED APPLICATIONS IS AVAILABLE THROUGH 

Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free) for questions on access to the Private PAIR system, 

/David S Romeo/ 

Primary Examiner, Art Unit 1647 

DSR 

May 10, 2009 



